We report a case of an immunocompetent 18-year-old man with a massive hemorrhagic, exudative, lymphocytic pleural effusion. Blind transthoracic pleural biopsy showed granuloma formation, while the pleural fluid culture was positive for Mycobacterium tuberculosis, confirming the diagnosis of primary tuberculous pleuritis. A massive hemorrhagic pleural effusion is extremely rare in tuberculosis, but tuberculosis is a very protean disease and should always be included in the differential diagnosis of pleural effusions
Case presentation
An 18-year-old Greek male, previously healthy, nonsmoker, was referred to our hospital because of chest pain and fever, which had been started about two weeks previously. He had been treated with broad spectrum antibiotics as an outpatient without response. His past medical history was unremarkable.
On admission, he had a temperature of 38 C, pulse rate 100 beats/min. Physical examination revealed dullness on percussion and absent of breath sounds at the left hemithorax. Laboratory blood tests revealed a reduced hematocrit (29.5%) and elevated erythrocyte sedimentation rate (125 mm/h) and C-reactive protein (8.6 mg/dl). Arterial blood gases showed hypoxemia (PO 2 = 69 mmHg on room air). The rest of the clinical and laboratory examinations were normal. Chest radiography and computed tomography (CT) scan showed a large (more than 2/3 of the left hemithorax was opacified in admission chest radiography), homogenous, non-loculated pleural effusion on the left, with no parenchymal lesions. Flexible bronchoscopy was negative for endobronchial mass, and showed mild edema of the left lower lobe bronchial mucosa, probably due to extrinsic compression. Smears and cultures for Mycobacterium tuberculosis taken from bronchial secretions, and bronchoalveolar lavage (BAL) were negative. Cytology and Gram stain of the above specimens were also negative. Diagnostic thoracocentesis revealed an exudative fluid with hemorrhagic appearance (hematocrit 8%, complete cell count 680/μL with 18% neutrophils and 75% lymphocytes). Pleural fluid Gram stain, acid-fast bacilli (AFB) smears and cytology were all negative. Pleural fluid adenosine deaminase (ADA) level was 70 IU/L. PPD skin test (0.1 ml of PPD-RT 23, 2 TU) was positive (15 mm induration). Blind needle biopsy of the pleura showed the presence of noncaseating granulomas. Based on these features the diagnosis of tuberculous (TB) pleuritis was established and the patient was started on a 6 month anti-TB regimen with 4 drugs (Isoniazid, Rifampicin, Ethambutol and Pyrazinamide). Clinical improvement was noted gradually. Pleural fluid cultures became positive for M. tuberculosis several weeks later.
Discussion
To the best of our knowledge this is the first reported case of a massive hemorrhagic pleural effusion due to TB. TB, the single most frequent infectious cause of death worldwide, is also a major cause of pleural effusion. Primary TB pleuritis most usually manifests as an acute or subacute illness with chest pain, cough, fever or dyspnea being the common symptoms. The effusion is usually an exudate with a lymphocyte predominance and is almost always unilateral and small to moderate in size [1] [2] [3] [4] .
An acute illness with pleuritic pain, fever and exudative lymphocytic pleural effusion in a young previously healthy man with a positive PPD skin test, in a country with relatively high incidence of infection is strongly suggestive of TB [1, 3] . However, if the aspirated pleural fluid during thoracentesis is bloody, especially in a large size effusion the diagnosis of TB is considered unlikely [3] [4] [5] . In the literature, only four cases of hemorrhagic TB pleuritis have been reported and none of them was massive [6] [7] [8] . This has led to the "conventional" knowledge that a hemorrhagic pleural effusion most commonly suggests one of the three following diagnoses: malignant disease, trauma or pulmonary embolization. Less frequent diagnoses for a hemorrhagic pleural effusion may include pneumonia, hematologic disorders or endomitriosis [3] .
Currently, the diagnosis of TB pleuritis is practically established when the ratio of lymphocytes to neutrophils in the pleural fluid is > 0.75 and the ADA is > 70 IU/L [2, 9] . The diagnostic yield of pleural fluid culture for M. Tuberculosis is generally low and is delayed. Pleural biopsy has the best diagnostic yield for TB pleuritis, but it is rarely necessary when the patient meets the above mentioned criteria [10] . Our patient had a clinical course and pleural fluid characteristics highly suspicious for TB. However, in the presence of a bloody fluid, we preferred to confirm the diagnosis with a pleural biopsy first, before initiating an anti-TB therapy (therapeutic criterion in this case, since the cultures were unknown yet). This case remind us that TB has been recognised as a very protean disease ("one thousand faces disease"), and should always be included in the differential diagnosis of a patient with a lymphocytic pleural exudate, being it hemorrhagic or not, small or massive.
